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DETAILED ACTION 

Request for Continued Examination 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
09/28/2008 has been entered. 

Status of Application/Amendment/Claims 

Applicant's response filed 05/02/208 has been considered. The following 
rejections and/or objections are either newly applied or are reiterated and are the only 
rejections and/or objections presently applied to the instant application. The text of 
those sections of Title 35, U.S. Code not included in this action can be found in a prior 
Office action. With entry of the amendment filed on 05/02/2008, claims 1 , 4, 10, 1 1 , 14, 
20, 23 and 29 are pending in the application. Claims 1 , 4, 10, 1 1 and 14 are currently 
under examination and claims 20, 23 and 29 are withdrawn as being drawn to a non- 
elected invention 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 
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Claims 4 and 14 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claims 4 and 14 depend from canceled claims and therefore fail to point out and 
distinctly claim the subject matter of the invention. Claims 4 and 14 will not be further 
treated on the merits because the subject matter of the claims cannot be determined 
without assumption regarding the limitations in the canceled claims. 

Priority 

Applicant's claim for domestic priority under 35 U.S.C. 1 19(e) is acknowledged. 
However, the provisional applications upon which priority is claimed fail to provide 
adequate support under 35 U.S.C. 112 for claims 10 and 11 of this application. 

The claims are drawn to a pharmaceutical composition comprising a RNA 
molecule having a length of less than 49 bases and comprising a sequence as defined 
bySEQIDNo. 10. 

The provisional applications 60/405,193, 60/408,152 and 60/472,387 disclose an 
RNA molecule 21 to 23 nucleotides in length. The above-mentioned applications fail to 
provide adequate support for RNA molecules less than 49 nucleotides in range but 
greater than 23 and further the applications fail to provide support for an RNA molecule 
less 21 nucleotides in length. If applicant feels there is adequate support then applicant 
must point out, with particularity, where such support can be found. 
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Therefore, claims 10 an 1 1 are accorded a priority date of 08/21/2003, the filing 
date of the instant application. 



Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1, 10 and 11 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Miyake et al. (Clinical Cancer Research 2000 cited on Applicant's IDS filed 
03/31/2004), Tuschl et al. (US 2004/0259247), Fosnaugh et al. (US 2003/0143732) and 
Hammond et al. (Nature Reviews 2001 , Vol. 2; pages 110-11 9). 

The instant claims embrace dsRNA and are drawn to a RNA molecule having a 
sequence effective to mediate degradation or block translation of mRNA of a target 
gene wherein the target gene encodes a clusterin gene and the RNA molecule 
comprises a sequence as defined by SEQ ID No. 10 and further drawn to 
pharmaceutical compositions comprising said RNA molecule together with a 
pharmaceutically acceptable carrier. 

Miyake et al. teach antisense oligonucleotides targeted to clusterin target gene 
TRPM-2, wherein the antisense oligonucleotide is capable of mediating degradation or 
blocking translation of the mRNA (see page 1655). Miyake et al. teach prostate cancer 
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is a commonly diagnosed malignancy and TRPM-2 has been found to be unregulated in 
prostate cancer and acts to inhibit apoptosis of said prostate cancer cells (see abstract 
and page 1655) and inhibition of TRPM-2 gene using antisense oligonucleotides 
provides a therapeutic treatment for prostate cancer (see page 1659-1662). Miyake et 
al. further teach screening active antisense oligonucleotides sequences targeted to the 
human TRPM-2 gene (see page 1659) and specifically identifies an antisense 
compound as AS ODN#2 which targets the human TRPM-2 translation initiation site as 
being capable of reducing TRPM-2 expression (see page 1659) which is the target site 
targeted by the claimed SEQ ID No. 10 sequence. 

At the time of filing of the instant invention, it was well known in the art that RNAi 
using siRNA was becoming a more efficient method of silencing gene expression. 
Hammond et al. discusses siRNA and previous methods of reducing using inhibitory 
molecules such as antisense compounds and states that siRNA is a more potent 
method of silencing gene expression, requiring only a few molecules of siRNA per cell 
to silence gene expression (see page 110). 

Tuschl et al. teach making and using siRNA for mediating gene silencing (see 
Example 1 and the siRNA User Guide beginning at paragraph 0178) and has 
demonstrated siRNA mediated silencing in mammalian cells and states that the use of 
short siRNAs holds great promise for Inactivation of gene function in human tissues and 
the development of gene-specific therapeutics (see paragraphs 0144-0151). 

Fosnaugh et al. describes making siRNA reagents useful for modulating gene 
expression. Fosnaugh et al. teach identification of siRNA targets sites in any RNA 
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sequence by screening the mRNA transcript using a computer folding algorithm and 
describes siRNA that target a gene from a database, such as Genbank (see Example 
2). Fosnaugh et al. teach using target sites that are known or have been determined as 
effective based on studies with other nucleic acid molecules such as antisense can be 
used to design siRNA as well as target sites known to be associated with disease or 
conditions such as those containing mutations or deletions (see Example 2). In 
Example 3, Fosnaugh et al. details selection of siRNA target sites in RNA and screening 
of siRNA to access activity and teach optimal parameters in designing said siRNA, such 
as having a GC content preferably 40-60% and comprising 2 nucleotide overhangs. 
Fosnaugh et al. teach the siRNA molecules are comprised of two strands which are 18 
to 24 nucleotides in length (see paragraph 0122) or can be a hairpin structure (see 
paragraph 0057) and further comprises nucleotide overhangs (see paragraph 0058). 
Fosnaugh et al. teach the siRNA can be expressed from expression vectors comprising 
various promoters such as pol III promoters and termination signals (see paragraph 
0220-0223). 

It would have been obvious to one of skill in the art at the time the invention was 
made to use the methods taught by Tuschl et al. and Fosnaugh et al. to make a siRNA 
targeted to a clusterin/TRPM-2 mRNA for the silencing of gene expression. 

One of ordinary skill in the art would have been expected to be able to design 
any siRNA targeted to any mRNA transcript because Fosnaugh et al. details the steps 
to effectively find a target site in any RNA and design and test siRNA molecules for 
specific RNAi activity. Fosnaugh et al. teach known target sites that have previously 
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been targeted by antisense compounds are useful as well as known target sites that 
have been shown in art to be responsible for certain disease and given Miyake et al. 
identifies an optimal target region, a region of TRPM-2 gene that is targeted by the 
claimed SEQ ID No. 10, one of ordinary skill in the art would have been expected to 
make the claimed RNA molecule comprising SEQ ID No. 10. Moreover, the claimed 
SEQ ID No. 10 would meet the design requirements as taught by Fosnaugh et al. and 
Tuschl et al. as discussed above and therefore one of ordinary skill in the art would 
have designed an RNA molecule targeted to TRPM-2 as taught by Miyake et al. 

Both Hammond et al. and Tuschl et al. teach that it was well recognized in the art 
that siRNA was a more efficient method of silencing gene expression, requiring 
concentrations far less than the methods of the prior art, such as antisense compounds. 
In looking to reduce gene expression of TRPM-2, one of ordinary skill in the art would 
have wanted use the most efficient method to silencing gene expression and would 
have looked to the teachings of Tuschl et al. and Fosnaugh et al. for generation of 
siRNAs targeted to of TRPM-2 mRNA. Tuschl et al. and Fosnaugh et al. teach that 
production of siRNAs to any target gene is a matter of routine experimentation and 
optimization and clearly set forth the guidelines to design such molecules. 

Finally, one of ordinary skill in the art would have expected to be able to generate 
a siRNA targeted to a TRPM-2 gene given Tuschl et al. and Fosnaugh et al. teach the 
basic steps to identifying any target site and making and screening siRNA molecules for 
activity, steps that are routine to one of ordinary skill in the art. 
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Thus in the absence of evidence to the contrary, the invention as a whole would 
have been prima facie obvious to one of ordinary skill in the art at the time the invention 
was made. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Kimberly Chong whose telephone number is 571-272- 
31 1 1 . The examiner can normally be reached Monday thru Friday between 7-4 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, James (Doug) Schultz can be reached at 571-272-0763. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Patent applicants with problems or questions regarding electronic images that 
can be viewed in the Patent Application Information Retrieval system (PAIR) can now 
contact the USPTO's Patent Electronic Business Center (Patent EBC) for assistance. 
Representatives are available to answer your questions daily from 6 am to midnight 
(EST). The toll free number is (866) 217-9197. When calling please have your 
application serial or patent number, the type of document you are having an image 
problem with, the number of pages and the specific nature of the problem. The Patent 
Electronic Business Center will notify applicants of the resolution of the problem within 
5-7 business days. Applicants can also check PAIR to confirm that the problem has 
been corrected. The USPTO's Patent Electronic Business Center is a complete service 
center supporting all patent business on the Internet. The USPTO's PAIR system 
provides Internet-based access to patent application status and history information. It 
also enables applicants to view the scanned images of their own application file 
folder(s) as well as general patent information available to the public. For more 
information about the PAIR system, see http://pair-direct.uspto.gov. 

For all other customer support, please call the USPTO Call Center (UCC) at 800- 
786-9199. 



/Kimberly Chong/ 

Examiner 

Art Unit 1635 



